A. S. TODD From the Department ofPathology, Queen's College, Dundee The previous papers have described how the fibrinolytic activity of plasma and cerebrospinal fluid may be measured. However, at the site of fibrin formation in the body the fibrinolytic process may also depend on the nature of the fibrin itself and on the enzyme activity of the nearby tissues.
THE TOPOGRAPHY OF FIBRINOLYTIC ACTIVITY IN NORMAL TISSUES
The distribution of fibrinolytic activity in tissues may be studied by the technique of fibrinolysis autography (Todd, 1958 (Todd, , 1959 (Todd, , 1960 (Fig. 2) . Arterial endothelium usually contains little or no activator and serosal cells none, but if streptokinase is added to the fibrin layer all three types of cell show increased activity, suggesting that they contain pro-activator (Astrup, 1956 ). Thus in veins the fibrinolytic system is at the ready while in arteries and serous linings it has to be primed by some unknown stimulus.
TOPOGRAPHY OF FIBRINOLYTIC ACTIVITY IN RELATION TO EXUDATION
The possibility of a relation between fibrinolysis and exudative conditions was suggested by observations on endometrium prompted by the work of Whitehouse (1914) and Albrechtsen (1956) . Whitehouse showed that the blood of the menstrual discharge is incoagulable because the clot formed within the uterine cavity is reliquefied by endometrial enzymes before it escapes from the uterus. Albrechtsen showed that the fibrinolytic activity of endometrium is cyclical and partly under hormonal control. Fibrinolysis autographs of endometrium have now demonstrated that the activity in the proliferative phase is focal and related to blood vessels in the basal layer (Fig. 3a) , but when the bleeding phase approaches, then diffuse activity appears in the superficial layers (Fig. 3b) and becomes maximal coincidentally with the appearance of interstitial fluid and cellular exudate. This suggested that fibrinolysis might be related to the exudative process.
A connexion between fibrinolytic activity of tissues and infective exudation was suggested by the finding of foci of plasminogen activator in squamous epithelium of skin and cervix uteri. The foci occur in squamous epithelium either overlying areas of round cell infiltration in chronic cervicitis (Fig. 4) or adjacent to necrotic and infected neoplasms. In these preparations it looks as if plasminogen activator had been released from the injured tissues to stagnate in spongy intercellular spaces of the epithelium. Thus it may be that in man, exudation, however elicited, is accompanied by increased fibrinolytic activity of abnormal distribution.
Experiments were carried out in rats to test this hypothesis. Exudation was caused by the injection of xylene, histamine, or 5-hydroxytryptamine into the scrotal skin (Majno, Palade, and Schoefl, 1961) . Vascular leakiness was demonstrated by injecting silver colloid intravenously immediately before the local inflammatory stimulus. Wherever the blood vessels became leaky, silver particles escaped from the blood stream and were trapped between the endothelium and basement membrane thus labelling the vessel walls. When autographs were made from inflamed tissues labelled in this way fibrinolysis was seen around the vessels showing silver deposition, that is, the veins and venules (Fig. 5) 
